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WHAT IS CLAIMED IS: 



1. 



The present invention relates to compounds of fonnula I: 




A 



Rl 



n(H2C) R3 



10 



15 



20 



I 

its enantiomer, diastereomer, or phaimaceutically acceptable salt, hydrate or prodrug thereof 
wherein: 

Rl represents 

vi) hydrogen, 

vii) NR5R6. 

viii) CR7R8R9,C(R)20R,4,CH2>eR„, 

ix) C(=0)Ri3, CX=NOH)H, C(=NOR,3)H, C(=NOR,3)Ri3, C(=NOH)Ri3. C(=0)N(R,3)2. 
C(=NOH)N(Rt3)2, NHC(=X,)N(R,3)2, (C=NH)R7, N(Ri3)C(=X,)N(R,3)2, COORu, 
SO2R14. N(R,3)S02Ri4, N(R,3)COR,4. 

x) (Ci.«alkyI)CN, CM, CH=C(R)2, (CHj) pOH, C(=0)CHR,3, C(=NR,3)Ri3, 
NR,oC(=X,)R,3; or 

vQ Cs-io heterocycle opticmally substituted with 1-3 groups of R7, wiiich may be attached 
throui^ either a carbon or a heteroatom; 

A represents NR, O, or S(0)p; 
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lepresents aiyl or heteroaryl, heterocycle, heterocyclyl or heterocyclic, provided 
that in the case of a heteroaiyl, heterocycle, heterocyclyl or heterocyclic, tiie cyclopropyl is 
not attached to a nitrogen atom on the ring 

5 Rx represents hydrogen or alkyl; * 
R3 represent 





i) 


NRi3(OX2)Rl2, 




ii) 




10 


iii) 


NR,3S02Rl4, 




iv) 


N(Ri3)heteioaiyl, 




V) 


NR,3(CHRu)a4aryl, 




vi) 


NRi3(CHRi3) (Mheteroaiyl, 




vii) 


S(CHR,3)o.4atyl, 


15 


viii) 


S(CHRi3)(Mheteroaryl, 




ix) 


0(CHRb)(Maryl, 




X) 


0(CHRi3)(Mheteroaryl, 




xi) 


NOH(C=Xi)Ri2. 




xii) 


-OC=N(OCOaryl) Ci-6 alkyl 


20 


xiii) 


-OON(OH) Ci-e alkyl 



xiv)C5.io heteroaryl which may be attached through either a carbon or a 
heteroatom; said aryl and het^oaryl optionally substituted with 1-3 groiq>s of R7, 

R4, and R4a, independently represent 
25 v) hydrogen, 

vi) halogen, 

vii) C 1 -6 alkoxy, or 

viii) Ci^ alkyl 

30 r and s independently are 1-3, with the provision tiiat when (R4a)s and (R^), are attached to an 
Ar or HAr ring the sum of r and s is less than or equal to 4; 
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R5 and independently represent 

xiii) hydrogen, 

xiv) Ci-6 alkyl optionally substituted with .1-3 ffoxsps of halo^n, CN, OH, Ci-6 alkoxy, 
amino, inrino, hydroxyamino, alkoxyamino, Ci-6 acyloxy, Ci-6 alkylsulfenyl, Ci-6 

5 alkylsulfinyl, Ci^ alkylsulfonyl, aminosulfonyl, Ci-6 alkylaminosulfonyl, Ci-6 

dialkylaminosulfonyl, 4-morpholinylsulfonyl, phenyl, pyridine, 5-isoxazolyl, 
ethylenyloxy, or ethynyl, said phenyl and pyridine optionally substituted with 1-3 
halogen, CN, OH, CF3, Ci-6 alkyl or Ci^ alkoxy; 

xv) Ci-6 acyl optionally substituted with 1-3 groups of halogen, OH, SH, Ci^ alkoxy, 
10 naphthalenoxy, phenoxy, amino, Ci ^6 acylamino, hydroxylamino, alkoxylamino, Ci. 

6 acyloxy, arallcyloxy, phenyl, pyridine, Ci-6 alkylcaibonyl, Ci-6 alkylamino, Ci-6 
dialkylamino, Ci-6 hydroxyacyloxy, Ci-6 alkylsulfenyl, phthalimido, maleimido, 
succinimido, said phenoxy, phenyl and pyridine optionally substituted with 1-3 
groiq)S of halo, OH, CN, Ci-6 alkoxy, amino, Ci-6 acylamino, CF3 or Ci^ alkyl; 
15 xvi) Ci^ alkylsulfonyl optionaUy substituted with 1-3 groups of halogen, OH, Ci^ 

alkoxy, amino, hydroxylamino, alkoxylamino, Cl-6 acyloxy, or phenyl; said phenyl 
optionally substituted with 1-3 gcoaps of halo, OH, Cl-6 alkoxy, amino, Cl-6 
acylamino, CF3 or Ci.6 alkyl; 

xvii) arylsulfonyl optionally substituted, with 1-3 of halogen, Cl^ alkoxy, OH or Cl.6 
20 alkyl; 

xviii) Cl-6 alkoxycarbonyl optionally substituted with 1-3 of halogpn, OH, Cl-6 alkoxy, 
Cl-6 acyloxy, or phenyl, said phenyl optionally substituted with 1-3 groups of halo, 
OH, Cl-e alkoxy, amino, Cl-6 acylamino, CF3 or Ci-6 alkyl; 

xfac) aminocarbonyl, Cl-6 alkylaminocarbonyl or Ci-6 dialkylaminocarbonyl, said alkyl 
25 groi5)S optionally substituted wi& 1-3 groups of halogen, OH, Ci-6 alkoxy or phenyl 

xx) five to six membered heterocycles optionally substituted with 1-3 groups of halogen, 
OH, CN, amino, Cl-6 acylamino, Ci-6 alkylsulfonylamiao, Cl-6 
alkoxycarbonylamino, Cl.6 alkoxy, Ci.6 acyloxy or Cl-6 alkyl, said alkyl optionally 
substituted with 1-3 groups of halogen, or Cl-6 alkoxy; 
30 xxi) C3-6 cycloalkylcarbonyl optionally substituted with 1-3 groiqps of halogen, OH, Cl-6 
alkoxy or CN; 

xxii) benzoyl optionally substituted with 1-3 groups of halogen, OH, Cl-6 alkoxy, Cl-6 
alkyl, CF3, Cl-6 alkanoyl, anuno or Ci-6 acylamino; 

xxiii) pyrrolylcaibonyl optionally substituted with 1-3 of Cl.6 alkyl; 
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xxiv) Ci-2 acyloxyacetyl where the acyl is optionally substituted with amino, Cl-6 
alkylamino, Ci-6 dialkylamino, 4-niorpholino, 4-aniinophenyl, 4- 
(dialkylainino)phenyl, 4-(glycylainino)phenyl; or 

R5 and R6 taken toother with any intervening atoms can fomi a 3 to 7 menoibered 
S heterocyclic ring containing caibon atoms and 1-2 heteroatoms independently chosen fircnn 

O, S, SO, SO2, N, or NR«; 

R7 represent 

iii) hydrogen, halogen, CN, CO2R, CON(R)2, CHO, CH2NHAC, C(=NOR), OH, Ci-6 
10 alkoxy, Ci-6 allcyl, alkenyl, hydroxy Ci^ alkyl, (CH2)i.3NHC(0)Ci.6 alkyl, (CH2)i- 

3N(Ci.6 alkyl)2 

iv) (CH2)namino, (CH2)nCl-^ alkylajooino, Ci^ dialkylamino, hydroxylamino or Ci-2 
alkoxyamino all of which can be optionally substituted on the nitrogen with Cl-6 
acyl, Ci-6 alkylsulfonyl or Ci-g alkoxycarbonyl, said acyl and alkylsulfonyl 

1 5 optionally substituted with 1-2 of halogpn or OH; 

i 

Rg and R9 independently represents 

iv) H, CN, 

v) C1.6 alkyl optionally substituted with 1-3 halogen, CN, OH, Ci-6 alkoxy, Ci^ 
20 acyloxy, or amino, 

vi) phenyl optionally substituted with 1-3 groups of halogen, OH, Cl-6 alkoxy; or 

R7 and Rg taken together can form a 3-7 menibered caifoon ring optionally interrupted witfi 
1-2 heteroatoms chosen ftom O, S, SO, SO2, NH, and NRg; 

25 

Xi rqpresents O, S or NR13, NCN, NCO2R16, orNS02Ri4 

X2 represents O, S, NH or NSO2R14; 

30 Rio represents hydrogen, Ci-6 alkyl or CO2R15; 

R12 represents hydrogen, Ci-6 alkyl, NH2, OR, CHF2, CHCI2, CR2CI, (CH2) nSR, (CH2)aCN, 
(CH2)nS02R, (CH2)nS(0)R, Ci^ alkylamino, C5-IO heteroaryl or Ci^ dialkylamino, where 
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said alkyl may be substituted with 1-3 groups of halo, CN, OH or Ci-6 alkoxy, said 
heteroaryl optionally substituted with 1-3 groups of R7; 

Each Ri3 represents independently hydrogen, Ci-6 sSkyl, C6-10 aryl, NR5R6, SRs, S(0)R8, 
5 S(0)2 Rs, CN, OH, C1.6 alkylS(0)R, Ci-6 alkoxycaibonyl, hydroxycarbonyl, -OCOaiyl, 

Ci-6 acyl, C3.7 membered carbon ring optionally interrupted with 1-4 heteroatoms chosen 

from O, S, SO, SO2, NH andNRg where said Ci-6 alkyl, aryl or Ci-6 acyl groups may be 

independently substituted with 0-3 halogens, hydroxy, N(R)2, CO2R, C6-10 aryl, C 5-10 

heteroaryl, or Ci-6 alkoxy groups; 
10 When two Rn groups are attached to the same atom or two adjacent atoms they may be taken 

together to form a 3-7 membered carbon ring optionally interrupted with 1-2 heteroatoms 

chosen from O, S, SO, SO2, NH, andNRg; 

R rqiresents hydrog^ or Cl-6 alkyl; 

15 

Rl4 represents amino, C1.6 alkyl, Ci«6 haloalkyl, five to six membered heterocycles or 
phenyl, said phenyl and heterocycles optionally substituted with 1-3 group of halo, Ci-6 
alkoxy, Ci-6 acylamino, or Ci-6 alkyl, hydroxy and/or amino, said amino and hydroxy 
optionally protected with an amino or hydroxy protecting group; 

20 

Rl5 is Ci-6 alkyl or ben2yl said ben2yl optionally substituted with 1-3 groups of halo, OH, 
Ci-6 alkoxy, amino, Ci-6 acylamino, or Ci-g alkyl; 

RI6 is hydrogen, Cs-ioheteroaryl, C 6-lOaryl, said heteroaryl and aryl optionally substituted 
25 with 1-3 ffoups of R7; 

p represents 0-2 and 

m, n, and q represents 0-1. 

30 

2. A compound according to claim 1 wherein Rj represents H, NR5R6, 
CN, OH, C(R)20R,4, NHC(=Xl)N(Rl3)2, C(=NOH)N(Rl3)2, NRioC(=X,)Ri3 or CR7R8R9. 
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3. A coiopound according to claim 1 wherdn 
is phenyl, pyridine, pyrimidine, or pipeiidine. 

4. A coirpound according to claim 3 wherein Rl is NR5R6, or CN and 
5 R3 is NRioC(=Xi)Ri3, lSIR(C=Xi)Ri2, C5-IO heteroaryl, NH(CH2)(Maryl, NH(CH2)o. 

4Leteroaryl, said aryl and heteroaryl optionally substituted with 1-3 groiips of Ra • 

5. A conipound according to claim 3 wherein R3 is a C5.10 heteroaryl 

represented by V!!/ which represents an optionally substituted aromatic heterocyclic groiqp 
1 0 containing Ito 4 nitrogen atoms and at least one double bond, and which is connected 
througih a bond on any nitrogen. 

6. A compound according to claim 1 wherein the structural formula is 

n: 

15 




Formula n 

20 

wherein Ri, R4, R4a,Y and R3 are as described above. 

7. A compound which is: 
N-[5(S)-3-[4-[(l a,5a,6P)-(6-cyanobicyclo[3. 1 .0]hexan-6-yl)]phenyl]-2-oxooxazolidin-5- 

25 yhnethyljacetamide, 
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l-[5(R)-3-[4.[(la,5a,6pH6K?yanobicyclo[3J.0]hexan-^yl)]phenyl]-^^^ 
ylmethyl] - 1 ,2,3 -triazole, 

N-[5(S)-3-[4-[(la,5a,6PK3-t-butoxycarbonyl-6-cyano-3-azabi^^^ 
yl)]phenyl]-2-oxooxazoUdin-5-ylmetfayl]acetamide, 
5 N-[5(S)-3-[4-[(la,5a,6P)-(6-cyano-3-azabicyclo[3. 1 .0]hexan-6-yl)]phenyl]-2- 
oxooxazolidin-5-ylmethyl]acetan]ide , 

l-[5(R)-3-[4-[(la,5a,6p)<3-t-butoxycaitK)nyl-6-cyano-3-a2abi^^ 
yl)]phenyl]-2-<)xooxa2olidm-5-'ylinethyl]-l,2,3-triazole, 

1- [5(R)-3-[44(la,5a,6p)-(6-cyano-3-azabicyclo[3.1.0]hexan-^yl)]phenyl]-2^^ 
1 0 5-ylmethyl]-l,2,3-triazole , 

N-[5(S)-3-[4.[(l a,5a,6P)-(3-acetoxyacetyl-6-cyano-3-azabicyclo[3 . 1 .0]hexan-6-yl)]phenyl]- 
2K)xooxazolidin-5-ybnethyl]acetaxmde, 

N45(S)-344-[(lc^5a,6pH6-cyano-3-hy(koxyacetyl-3-azabi^^^ 
yl)]phenyl]-2-oxooxazoUdin-5-ylmethyl]acetaniide, 
15 N-[5(S>3-[4-[(la,5a,6p)K6-<?yano-3-methanesulf^^^ 
yl)]phenyl]-2-oxooxazolidin-5-ylmethyl]acetamide, 
N-[5(S>3-[4-[(la,5a,6P)<6-cyano.3-methyl-3-azabicyclo[3.1.0]hexan 
oxooxazolidin-5-ylmethyl]acetamide, 

N-[5(S)-344-[(la,5a,6p)<3,6Klicyano-3-azabicyclo[3.1.0]hexan-^-yl)]^^^ 
20 oxooxazolidin-5-ylmethyl]acetamide, 

N-[5(S)-3-[4-[(lcx,5a,6PK6-cyano-3-cyanoni©thyl-3^ 
' 2-«xooxazolidin-5-ylmethyl]acetaniide, 

5(R>3-[4-[(la,5a,6P)<3-t-butoxycarbonyl-*<o^ 
5-[(isoxazol-3-yl)oxy]methyloxazolidin-2-one, 
25 5(jR)-3-[4-[(la,5a,6PK6-cyano-3-azabicyclo[3.1.0]hexan-^^ 
yl)oxy]methyloxazolidin-2-one , 

5(R)-3-[4-[(l a,5a,6P)-(3-t-butoxycarbonyl-6-cyano-3-a2abicyclo[3 . 1 .0]hexan-6-yl)]phenyl]- 
5-|N-(t-butoxycarbonyl)-N-(isoxa2ol-3-yl)]aminomethyloxazolidm 

5(R)-3-[4-[(l a,5a,6p)-(6-cyano-3-azabicyclo[3 . 1 .0]hexan-6-yl)]phenyl]-5-[N-<isoxazol-3- 
30 yl)]animomefhyloxazolidin-2-one, 

N-[5(S)-3-[4-[(la,5a,6PH6K?yano-3-(5K;yanopyridm-2-yl)-3-a2a^ 
yl]]phenyl]-2-oxooxazolidin-5-y]methyl]ac6tainide» 

N-[5(S)-3-[4-[(l a,5a,6P)-[6-^yano-3-<pyridin-2-yl>3-azabicyclo[3. LO]hexm 

2- oxooxazolidm-5-ylinethyl]acetamide, 
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N-[5(S)-3-[4-[(l a,5a,6p)-[3-acetyl-6-cyano-3-azabicyclo[3 J .0]hexan^^^ 
oxooxazolidin-5-ylinethyl]acetamide, 
N-[5(S)-3-[4-[(la,5a,6pH6K:yano-3-(pyriinidin-2-y0^^ 
yl]]phenyl]-2-oxooxazolidin-5-yline&yl]acetan]ide, 
5 N-[5(S)-3-[4-[(la,5a,6p)-[6-cyano-3<4.pyridylniethyl)-3-^^ 
yl]]pheayl]-2-oxooxazolidin-5-ylinetbyl]acetainide, 
N-[5(S)-3-[4-[(la,5a,6|3)-[6s;yano-3-(N-K:yano-l-immoeth^^ 
yl]]pheiiyl]-2-oxooxazolidm-5-yhnethyl]acetanude, 

N-[5(S)-3-[4-[(l a,5a,6pH6-cyano-3-methoxycarbonyl-3-azabicyclo[3. 1 .0]hexan-6- 
1 0 yl]]phenyl]-2-oxooxazolidin-5-ylmethyl]acetaniide, 

N-[5(S)-3-[4-[(la,5a,6p)-[6-cyano>3<N-^yano-S-methylMoi^ 

a2abicyclo[3 . 1 .0]hexan'<-yl]]phenyl]-2K>xooxazoUdin-5-ylmethyl]acet^ 

N-[5(S)-3-[4-[(la,5cx,6PH6-cyano-3-^-^yanocaAoxaimdyl)^^ 

yl]]phenyl]-2-oxooxazolidin-5-'ylme1]3yl]acetaimde, 
15 N-[5(S)-3-[4-[(la,5a,6pH3<N,N*-t-butoxycarbonyIcarboxaiiiidyl)-6^^ 

a2abicyclo[3. 1 .0]hexan-6-yl]]phenyl]-2-oxooxa2olidin-5-ybiiethyl]acetamide, 

N-[5(S)-3-[4-[(l a,5a,6P)-[3-carboxaimdyl-6-cyano-3-azabicyclo[3 . 1 .0]hexan-6-yl]]phenyl]- 

2-oxooxazolidin-5-ylmethyl]acetamide, 

N-[5(S)-3-[4-[(l(X,5a,6P)-[3-(N4-Butoxycaibonylaimno)acetyl-6-cyano-3- 
20 azabicyclo[3.1,0]hexan-6-yl]]phenyl]-2-oxooxazolidin-5-ybaaeth^ 

N-[5(S)-3-[4-[(lo^5a,6P>[3-anrinoacetyl-6-cyano-3-azabi^^^ 

2-oxooxazolidin-S-ylmeffayl]acetaniide, 

N-[5(S)-3-[4-[(la,5a,6pH6K5yano-3-methanesulfonylace^^^ 

yl]]phenyl]-2-oxooxazolidin-5-ylmethyl]acetaimde, 
25 N-[5(S)0-[4-[(la,5a,6P)-[6-cyano-3-(diben2ylphosphoryloxy)acetyW 

a2abicyclo[3. 1 .0]hexan-6-yl]]phmyl]-2K)xooxazolidin-5-ylmethyl]acetam 

N-[5(S)-344-[(la,5a,6P)-[6-Kjyano-3-(phosphoiyloxy)acetyl-3-azabicyc^^ 

yl]]phenyl]-2-oxooxa2olidin-5-ylniethyl]acetanude, 

30 or their enantiomer, diastereomer, or pharmaceutically acceptable salt, hydrate or prodrug 
thereof wherein. 

8. A pharmaceutical composition comprised of a compound in 
accordance with claim 1 in combination with a pharmaceutically acceptable carrier 
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and optionally a in combination with a vitamin selected from the group consisting 
vitanndn B2, vitamin B6, vitamin B12 and folic acid. 

9. A mefliod of treating or preventing a bacterial infection in a 
5 mammalian patient in need thereof, comprising administering to said patient an 

effective amomit of a compound of claim 1. 

10. A method of treating or preventing bacterial infection or an 
oxazolidinone-associated side effect by administering an effective amount of a 
compound of formula I of claim 1 and an effective amount of one or more of a 

10 vitamin selected from the group consisting of vitamin B2, vitamin B6, vitamin B12 
and folic acid to a patient in need thereof. 

11. A method according to claim 1 6 for treating or preventing 
oxazolidinone-associated normocyctic anemia, peripheral sensory neuropathy, 

1 5 sideroblastic anemia, peripheral sensory neuropathy, optic neuropathy, seizures, 
thrombocytopenia, cheilosis, hypo-regenerative anemia, megaloblastic anemia and 
seborrheic dermatitis by administering an effective amount of vitamin B2 to a 
patient in need thereof. 
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